Comments
This study characterizes a novel immune surveillance mechanism directed against EBV. Some groups have reported abnormal immune responses to EBV in rheumatoid arthritis and EBV reactivation in inflamed joints, implicating EBV in the clinical picture of inflammatory arthritides. In healthy people, EBV replication and proliferation of transformed cells are kept in check by immune surveillance, but the mechanisms involved are unclear. EBNA1, the only EBV protein expressed in some forms of latent EBV infection, escapes recognition by MHC class I-restricted CD8 + T cells because it is resistant to cytosolic degradation. The mechanism for surveillance proposed here is surprising as nuclear antigens are not usually thought to gain access to the MHC class II peptide-loading pathway. In vitro, EBNA1 presentation occurs by two distinct mechanisms. Either immature DCs acquire EBNA1 released from EBV-transformed B cells by endocytosis and present derived peptides on their MHC class II molecules, or B cells, incapable of efficient uptake of EBNA1 from neighbouring cells, present their own endogenous EBNA1 determinants. It is unknown whether similar dual modes of presentation exist for self antigens. If yes, this suggests a mechanism by which normally cryptic self antigens could become targets of autoimmunity in an inflamed microenvironment. Antigens normally presented endogenously in a nonstimulatory context could activate an autoimmune response if cell damage releases them for uptake by DCs.
Methods
Vaccinia virus vector, flow cytometry, enzyme linked immunospot assay, Chromium release, thymidine incorporation
